INTRODUCTION
The World Health Organization has reported the use of complementary and alternative medicine (CAM) therapy for disease prevention and maintenance of well-being to be increasing worldwide in the recent years [1] . The prevalence rate of CAM use among the general population in developed countries such as the US is 42%, Canada 50%, and France 75% [2] . Similarly, in developing countries, CAM utilization is becoming increasingly popular. Up to 90% population of Asian and African countries relied on CAM for primary health purposes [2] . The prevalence rate of CAM utilization among use has made significant contributions in the healthcare management [3] , the recent growth in the prevalence rate of CAM use among patients have raised concerns about the toxicity and the potential herbal-drug, herbal-disease, and herbal-herbal interactions [6, 7] . However, some of the therapeutic potentials of some herbs have been established in vitro [8] .
Extensive research on CAM utilization has been focused on patients receiving medical care at clinical settings. Clinical settings such as hospitals are the interface between CAM users and conventional therapies. Previous studies of ED patients have identified a higher prevalence rate of CAM usage among ED patients compared to the general population [9] [10] [11] [12] . This is because, the ED comprises of many categories of patients with chronic underlying diseases such as diabetes mellitus, cardiovascular system disorder, central nervous system disorder, asthma, and cancer that were associated with utilization of CAM therapy [13, 14] . Second, some of the ED visits due to toxicities or adverse events resulting from the use of CAM or non-adherence to conventional medication in preference to CAM therapy [15, 16] . The ED physicians, on the other hand, do not always inquire about the use of CAM from patients, leading to wrong diagnosis and consequent deterioration of disease condition [17, 18] . In spite of the high prevalence rate of CAM use among ED patients, only a few studies were conducted on CAM use among patients seeking care at the ED [19] . Furthermore, there is a paucity of systematic reviews on the studies on CAM use among ED patients.
The purpose of this systematic review is, therefore, to review published original articles regarding the prevalence of CAM use, CAM-related toxicities, and factors associated with CAM use among patients seeking care at ED.
LITERATURE SEARCH
The literature search and study selection were performed based on PRISMA for systematic review protocol [20] . An online search of literature from inception to September 2015 regarding the prevalence of CAM use among patients at ED was conducted in PubMed and Scopus using Medical Subject Heading (MeSH) and title abstract (tiab) terms. The keywords searched (including all MeSH, headings, subheadings, and tiab terms); "Complementary medicine" OR "alternative medicine" OR "traditional medicine" AND "prevalence" AND "emergency department (ED)." Only original research articles published in the English language were considered. Relevant articles were also identified from the reference list of the studies selected from PubMed and Scopus.
STUDY SELECTION CRITERIA
Studies were selected for inclusion in the current review based on the following criteria: (i) Studies conducted on CAM use among patients seeking medical care at ED. (ii) Studies on the knowledge, attitude, and perception of CAM use among physicians and patients in the ED. The exclusion criteria included (i) studies of CAM use among patients in other study settings (ii) Studies of CAM use among non-hospitalized patients.
OVERVIEW
The online search of literature generated 543 articles. A total of 18 studies that met the inclusion criteria were reviewed. The PRISMA flow in Figure 1 demonstrated the study flow selection. The key findings from these studies are summarized in Table 1 .
The publications were based on studies conducted in six countries, with the majority of the studies from the United States of America (U.S) (12/18), Switzerland (2/18), Canada (1/18), New Zealand (1/18) China (1/18), and Australia (1/18). There were no published articles from the developing countries. 14 of the reviewed studies were conducted at tertiary hospitals while the remaining four were performed in secondary and primary health-care hospitals. Hence, the urgent need for more studies in other countries of the world, to have a comprehensive knowledge of CAM use among patients seeking care at ED. Having a wider knowledge of CAM will help conventional healthcare providers at all level of healthcare system to be aware and familiar with different modalities of CAM used as well as the adverse events related to the CAM use presented by the patients at the ED. These will eventually prevent CAMrelated hospitalization and complication of an underlying illness.
DEFINITIONS OF CAM USED IN THE STUDIES REVIEWED
Different definitions of CAM have been reported among the studies. The variations may be because CAMs involved wide varieties of practices and beliefs that may be peculiar to a particular population. Moreover, the variation in the definition of CAM may have affected the estimation of the prevalence rates, generalization, and comparison of the findings in the studies reviewed. Therefore, standardization of the definition, terminology, and classification of CAM for comparison and generalization of the findings may not be possible [ Table 2 ].
PREVALENCE RATE OF CAM USE AMONG ED PATIENTS
Due to the different definitions, practice, and prevalence rate of CAM use reported in the studies reviewed, general statement and comparison may not be possible. The prevalence rate of CAM use ranges from a low as 1.4% to as high as 68.1%. The studies reviewed reported different categories of prevalence rate of CAM use among patients at ED: (i) Prevalence rate of current CAM use, (ii) prevalence rate of CAM use in the past week, (iii) prevalence rate of CAM use in the past month, (iv) prevalence rate of CAM use in the past year, and (vi) prevalence rate of CAM use in the lifetime [ Table 1 ]. Moreover, three studies reported a prevalence rate of 17%, 24%, and 25% of current CAM use for the management of the chief presenting complaints at the ED [22, 24, 27] . With regards to a prevalence rate of CAM use among gender, females were found to have higher proportions of CAM use among the studies reviewed, accounting for up to 68% of CAM users [17, 11, 13, 22, 24, 28, 33] .
The previous study on CAM use among patients in other clinical settings have shown that the inclusion of prayer for healing (PFH) as a sub-modality of CAM has been attributed with inflation of prevalence rate of CAM use among the patients [36] . In the current review, the lower prevalence rate of CAM use reported by the studies that included PFH indicated that there was no overestimation in the prevalence rate [23, 28] . This may be linked to the differences in religious belief of the study population and definitions of CAM adopted by the different studies.
SOURCE OF INFORMATION OF CAM THERAPY
Most of the CAM users learned about its use from family and friends, media, internet, physician, pharmacist, self-medication, and CAM practitioner. People are now more aware of CAM therapy because of the increased widespread information on the internet, media, the advent of online shopping and faster information dissemination through social networking among family and friends. Table 1 demonstrates the frequently used CAM across the studies. Herbal therapy was the frequently used CAM reported among the patients seeking medical care at ED. However, the majority of the herbal therapy reported in the reviewed studies also has the potentials to interact with conventional drugs leading to adverse events (Table 3 demonstrates the possible interactions and toxicities related to herbal medication use reported in the studies reviewed). Similarly, the most commonly used CAMs among children (≤18 years) were herbs, homeopathy, folk remedies, PFH, Ayurveda, traditional Chinese medicine, and anthroposophic medicine. The parents normally utilized the CAM on their children for wellness and management of infection [25, 29] . Moreover, some of the CAMusers were using CAMs particularly to manage the symptoms associated with the presenting complaints at the ED, whereas, some were using it for wellness and other health conditions. With regards to the change in the pattern of CAM use among patients from the studies reviewed, there was no change in the pattern of CAM utilization among the CAM users from 1995 to 2010.
FREQUENTLY REPORTED CAM THERAPIES

FREQUENTLY REPORTED CONDITIONS/DISEASES FOR USING CAM
The frequently reported conditions for which the patients reported using CAM included: Cold and flu, infections, pains, chronic diseases such as arthritis, hypertension, and diabetes, wellness, to aid digestion, sleep, energy, ecstasy, fever, abdominal pain, and respiratory disorder. Table 1 indicated several factors associated with CAM use among patients at ED. Four of the studies reviewed did not report factors associated with CAM use. Knowing the factors may help the conventional health-care professionals in further assessing the patients with the related factors, to prevent adverse events related to CAM use.
FACTORS ASSOCIATED WITH CAM USE AMONG ED PATIENTS
ED VISITS-RELATED TO CAM TOXICITIES
Herbal therapy has been the most frequently implicated CAM in the ED visit-related to toxicities and allergy from CAM use. From the studies reviewed, some of the chief presenting complaints at the ED were adverse effects related to an overdose and allergic reaction to herbal medications. A study conducted in Australia [17] reported an ED visit-related to poisoning with Jimsom weed (Datura stramonium) and an unidentified Chinese herbal medicine. The patients presented at the ED with thrombocytopenia and acute anticholinergic symptoms. The second study in New Zealand also reported an ED visit due to toxicities related to "herbal party pill" made from pepper plant (Piper nigrum) [34] . The CAM users took the herbal pill for the purpose of getting high, ecstasy, and energy. The patients presented at the ED with extreme alertness, agitation, palpitation, dizziness, and pruritus. In the other study in Hong Kong, China, 7.6% of the CAM users were presented at the ED with CAM-related toxicities, including dermatitis and systemic allergic reaction from topical and oral use of Chinese herbal medicines, respectively [37] .
Some of the herbs reported in the studies reviewed also have the potentials to cause adverse effects and interaction with conventional medicines. Some of the adverse effects, include palpitations, anxiety, tremor, nausea, vomiting, anticholinergic symptoms, and bleeding, were attributed to the use of guarana, ginseng, jimson weed, and gingko [17] . The physicians, nurses, and the pharmacists at the ED should be better informed and be familiar with the modalities of CAMs, to enable them to recognize the sign and symptoms of the CAM-related toxicities, and provide appropriated diagnosis and medical care. Table 3 demonstrates the frequently reported herbs by the ED patients and the related potential interactions/adverse effects.
DISCLOSURE OF CAM USE BY ED PATIENTS
9 studies have indicated that up to 70% of the ED patients do not inform their physician that they are using CAM therapies, 80% said they are willing to disclose to their ED physician the CAM they are using. Moreover, 82% claimed that the ED physicians do not ask them about CAM use. This is likely because some of the ED physicians may not have adequate knowledge and training of CAM therapy. The study on knowledge and usage of CAM among ED physicians shows that 46% of the ED physicians learned about CAM therapy from friends or family rather than medical school or other physicians. This finding also further buttresses this point [11] . Another study among pediatricians has indicated that most of the pediatricians did not ask about CAM use in children. This had led to many complications such as herbal-drug interactions [29] . The ED physician and other conventional healthcare providers should actively inquire about the use of CAM therapy in patients, to enable them provide appropriate care and prevent adverse events related to CAM use. Moreover, CAM should be included in the training of all health-care professionals, to have adequate knowledge of CAM therapies and CAM-related toxicities.
Limitations and Future Directions
All the studies reviewed were cross-sectional surveys that are associated with biases such as: i. A sampling of subjects: Most of the studies employed convenience sampling. Thus, the subjects may not be a true representation of the population ii. Non-response rates: The non-response rate of the respondents in the studies reviewed was up to 28%, and the majority of the studies did not mention the measures they took in avoiding the non-response bias. This may have affected the estimation of the prevalence rate in the studies Warfarin, NSAIDs Bleeding, skin rash [42] iii. Recall bias: Inaccuracy and inability to recall information by respondents during the data collection using questionnaire, may also affect the accuracy of the findings.
Based on the findings from the articles reviewed, there is a need for: (i) more studies, especially in developing countries, and other healthcare settings such as secondary and primary hospitals, to better understand the CAM use among patients.
(ii) Further studies on the knowledge, attitude, and perception of ED physicians to CAM therapy. (iii) Studies solely on CAMrelated ED visit and evaluation of CAM use in studies of drugrelated ED visits.
The findings of the studies reviewed have implications for ED physicians: i. ED visit may be related to CAM use as such inquiring the patient about CAM therapy will prevent misdiagnosis and wrong medication at the ED. ii. Some CAM therapies, herbal medicine, in particular, has the potentials to interact with the conventional treatments leading to adverse events. iii. Adverse effects of some CAM therapies may mimic the clinical manifestations of many diseases leading to wrong diagnosis and complication of diseases. iv. Three categories of CAM users may be found at the ED:
Patients currently using CAM while on the ED visit (on the day of the visit), those using CAM for the management of the presenting complaints at the ED and those using CAM in the past week, month, or year.
The conventional health care providers should, therefore, be aware and familiar with CAM therapy the patient is using while on the ED visit.
CONCLUSION
There is growing prevalence rate of CAM use among ED patients. Herbal therapy was the sub-modality of CAM most commonly used by ED patients and was responsible for some of the ED visits. Moreover, the majority of the patients were not asked by the ED physicians regarding the CAM use, and most of the ED physicians seem to lack the knowledge of CAM therapy. Therefore, physicians and other health-care professionals at the ED should be better informed about CAM therapies, to improve patient safety.
